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Question #: 22 


1234 


All of the following statements hold true regarding opioid withdrawal, EXCEPT: 


Select one: 
Opioid withdrawal symptoms for short-acting opioids initiates within 8 to 24 hours after the lat ¥ 
dose 


Opioid withdrawal symptoms for long-acting opioids initiates within 12 to 48 hours after the last * 
dose 


The duration of opioid withdrawal symptoms depends on the half-life of the opioid used % 


Opioid withdrawal symptoms only v R 7 5 

Geni in patents E EEE ET Rose Wang (ID:113212) this answer is correct. Opioid 

chronic pain withdrawal symptoms can occur in patients taking chronic 
opioids for any indication. 


Marks for this submission: 1.00/1.00. 


TOPIC: Drug Withdrawal Syndromes 

LEARNING OBJECTIVE: 

Recognize signs, symptoms and risk factors indicative of opioid withdrawal syndrome. 
BACKGROUND: 


Opioids are substances that bind to opioid receptors in the body, mainly in the CNS and gastrointestinal 
tract. They are indicated as analgesics, cough suppressants, and sometimes used for diarrhea. Opioid 
withdrawal syndrome (OWS) is not fatal but may occur after the cessation of chronic exogenous opioids, for 
any indication. Withdrawal symptoms include increased respiratory rate, dysphoria, diaphoresis, yawning, 
lactimation, rhinorrhea, mydriasis, nausea, vomiting, and diarrhea, The onset of withdrawal depends on the 
half-life of the opioid a patient was using, After the discontinuation of a short-acting opioid, the onset of 
withdrawal symptoms typically occurs 8-24 hours after the last dose, and may last from 4-10 days. If a patient 
was using a long-acting opioid, the withdrawal symptoms typically begin 12-48 hours after cessation and last 
from 10-20 days. 


RATIONALE: 

Correct Answer: 

(Option #4): Opioid withdrawal symptoms can occur in patients taking chronic opioids for any indication. 
Incorrect Answers: 

(Option #1): This is the correct onset for withdrawal symptoms when using a short-acting opioid. 
(Option #2): This is the correct onset for withdrawal symptoms when using a long-acting opioid. 


(Option #3): Withdrawal symptoms last 4-10 days for short-acting opioids and 10-20 days for long-acting 
opioids. 


TAKEAWAY/KEY POINTS: 
‘Symptoms of opioid withdrawal can occur in any patients using opioids. 
REFERENCES: 


[1] Lefebvre LG. Opioid-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. httpsi//myrxtx.ca. 


[2] Opioids (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 


The correct answer is: Opioid withdrawal symptoms only occur in patients taking opioids for chronic pain 


Which af tha fallawina can he cancidarad if a natiant ic avnariancina cavara hanzadiazanina 


Question #: 23 


1D: 50453 
Corect 


Y flag question 


nd Fee 


toxicity/overdose? 

Select one: 
Naloxone % 
Naltrexone% 
Flumazenil 


Rose Wang (ID:113212) this answer is correct. Flumazenil can reverse a 
benzodiazepine overdose. 


Clonidine % 


{ Correct | 
Marks for this submission: 1.00/1.00. 
TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 
To understand the treatment of benzodiazepine toxicity. 


BACKGROUND: 


Benzodiazepine overdose is rarely fatal, unless there is concurrent ingestion of another CNS depressant. Mild 
benzodiazepine overdose can present as drowsiness, impaired coordination, and confusion. In a serious 
overdose this can also include hypotonia, hypotension, respiratory depression, and coma. The mainstay of 
therapy for benzodiazepine overdose is supportive care and symptomatic management. If the 
benzodiazepine ingestion was less than 60 minutes prior to presentation, activated charcoal can be 
considered. A benzodiazepine antagonist, flumazenil, may be used after a consultation with the Poison 
Control Centre. These patients should not be benzodiazepine dependent, as flumazenil is contraindicated in 
patients who use benzodiazepines chronically due to the risk of precipitating withdrawal seizures. 


RATIONALE: 


Correct Answer: 


© Flumazenil - Flumazenil can reverse a benzodiazepine overdose. 


Incorrect Answers: 
e Naloxone - Naloxone cannot reverse a benzodiazepine overdose. 
© Naltrexone - Naltrexone cannot reverse a benzodiazepine overdose. 


e Clonidine - Clonidine cannot reverse a benzodiazepine overdose. 


TAKEAWAY/KEY POINTS: 
Flumazenil is a benzodiazepine antagonist that can help reverse benzodiazepine overdose. 
REFERENCE: 


[1] Park TW. Benzodiazepine use disorder: Epidemiology, pathogenesis, clinical manifestations, course and 
diagnosis. In: Post T, ed. UpToDate. Waltham, MA. www.uptodate.com. 

[2] Greller H. Benzodiazepine poisoning and withdrawal. In: Post T, ed. UpToDate. Waltham, MA. 
www.uptodate.com. 

[3] Benzodiazepines (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: 
Canadian Pharmacists Association. https://myrxtx.ca. 


The correct answer is: Flumazenil 


Which statement about methadone is FALSE? 


Select one: 


Higher methadone maintenance v 
doses are associated with poorer 
outcomes 


Rose Wang (ID:113212) this answer is correct. Higher 
methadone maintenance doses (i.e. 60-100 mg) are 
associated with betier outcomes. 


Methadone is slowly titrated to the maintenance dose range (ie usually between 40-100mgPO X 
daily) 


Methadone is associated with cardiovascular, respiratory, and CNS adverse effects % 


Methadone is an opioid agonist % 


| Correct | 
Marks for this submission: 1.00/1.00. 
TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 
To understand the purpose of methadone therapy in opioid use disorders. 


Question #: 24 
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BACKGROUND: 


Methadone is a mu opioid receptor agonist which carries a high risk of sedation and respiratory depression. 
Methadone is contraindicated for use with high-risk QTc prolonging agents (e.g., citalopram, domperidone, 
fluoxetine, amiodarone). Concurrent therapy of these agents with methadone could lead to deadly cardiac 
arrhythmias (e.g. Torsade de Pointes). Methadone is also extensively metabolized by CYP 3A4 and thus 
inhibitors or inducers can impact methadone serum levels. Methadone is long acting with a half-life of 8-59 
hours so should be titrated slowly to avoid accumulation. Therapy can be started at 5-30 mg once daily 
(depending on patient's risk and opioid tolerance) and increased by 5-15 mg every 3 days until a dose of 60- 
80 mg is reached. At this point it can be increased by 5-10 mg every 7 days to target a maintenance dose of 
40-80 mg/day. Higher doses of 60-100 mg may be required and are associated with better outcomes. 
Methadone is administered as a liquid mixed with a flavored juice powder to minimize tampering. It is often 
prescribed with observed dosing by the pharmacist to ensure the patient is compliant and not at risk of 
abuse. Once a patient is stabilized, take-home doses are sometimes issued. If methadone doses are missed, 
there is a risk of a major loss in tolerance which can increase the risk of respiratory depression. In the late 
stabilization phase, if a dose is missed for 1-2 days, the usual dose can be safely given. If 3 days of doses are 
missed, the patient must be re-assessed by the physician and typically a 50% dose reduction will be 
prescribed. If 4 or more days are missed, there is a major loss of tolerance and the patient should be 
restarted at a low initial dose. Previously, physicians had to be exempt under section 56 of the Controlled 
Drugs and Substances Act (CDSA) before being able to prescribe methadone. However, as of May 2018, 
physicians no longer require this to prescribe methadone. 


RATIONALE: 
Correct Answer: 


* Higher methadone maintenance doses are associated with poorer outcomes - Higher methadone 
maintenance doses (ie., 60-100 mg) are associated with better outcomes. 


Incorrect Answers: 


* Methadone is slowly titrated to the maintenance dose range (i.e usually between 40-100 mg PO 
daily) - Methadone is titrated slowly to mitigate the risk of respiratory depression 


* Methadone is associated with cardiovascular, respiratory, and CNS adverse effects - Adverse 
effects of methadone include sedation, dizziness, respiratory depression, hypotension, nausea, 
vomiting, diarrhea, and QTc prolongation. 


* Methadone is an opioid agonist - Methadone is primarily a mu-receptor agonist. 


TAKEAWAY/KEY POINTS: 


Methadone is an opioid agonist used in opioid-related disorders to prevent withdrawal and minimize the risk 
of overdose. Doses should be titrated slowly to target 40 - 80 mg/day, however, some patients may require 
higher doses. 


REFERENCES: 


[1] Opioids (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 
[2] Lefebvre LG. Opi related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 


The correct answer is: Higher methadone maintenance doses are associated with poorer outcomes 


All of the following are common symptoms of opioid withdrawal, EXCEPT: 


Select one: 
Dysphoria ¥ 
Myalgia ® 
Insomnia % 


Hallucinations v 
Rose Wang (ID:113212) this answer is correct. Hallucinations are not common in 


patients experiencing opioid withdrawal. 


{Correct | 
Marks for this submission: 1.00/1.00. 
TOPIC: Drug withdrawal syndromes 


LEARNING OBJECTIVE: 
Recognize signs, symptoms and risk factors indicative of opioid withdrawal syndrome. 


BACKGROUND: 


Opioids are substances that bind to opioid receptors in the body, mainly in the CNS and gastrointestinal 
tract. They are indicated as analgesics, cough suppressants, and sometimes used for diarrhea. Opioid 
withdrawal syndrome (OWS) is not fatal but may occur after the cessation of chronic exogenous opioids. 
Withdrawal symptoms include increased respiratory rate, dysphoria, diaphoresis, yawning, lacrimation, 
rhinorrhea, mydriasis, nausea, vomiting, and diarrhea. The onset of withdrawal depends on the half-life of the 
opioid a patient was using. After the discontinuation of a short-acting opioid, the onset of withdrawal 
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SyInpiuiiis typitany ULcUrs 0-24 HUTS alter UIE tast UUE; AHU Hay fast NUMA 1U ays. 11a pauene was usin 
a long-acting opioid, the withdrawal symptoms typically begin 12-48 hours after cessation and last from 10- 
20 days. 


RATIONALE: 
Correct Answer: 


* Hallucinations - Hallucinations are not common in patients experiencing opioid withdrawal. 


Incorrect Answers: 
* Dysphoria - Dysphoria is a common symptom of opioid withdrawal. 
* Myalgia - Myalgia is a common symptom of opioid withdrawal. 


* Insomnia - Insomnia is a common symptom of opioid withdrawal. 


TAKEAWAY/KEY POINTS: 
Hallucinations are not considered to be a common symptom of opioid withdrawal syndrome. 
REFERENCE: 


[1] American Psychiatric Association. (2013), Diagnostic and statistical manual of mental disorders: DSM-5 (5th 
ed). Washington, DC: American Psychiatric Association. 

[2] Lefebvre LG. Opioid-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. httpsi//myrxtx.ca. 


The correct answer is: Hallucinations 


Which of the following is FALSE about naloxone for opioid overdose? 


Select one: 
Can be administered through injection or nasal spray % 
Temporarily reverses opioid overdose % 
Can help overdosed individual regain consciousness and normalize breathing if used right away % 


Can be 
adhi ied Rose Wang (ID:113212) this answer is correct. Naloxone is not administered 
orally orally for opioid overdose due to low bioavailability. 


Marks for this submission: 1.00/1.00. 
TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 
To understand the properties and use of naloxone in opioid intoxication. 


BACKGROUND: 


Opioid overdose can occur when a person uses more of a drug than they can handle. Opioid overdose may 
be fatal and can occur in patients with opioid use disorder and in those whe are using opioid for pain. 
Symptoms of an opioid overdose include: shallow breathing, respiratory rate less than 12 breaths/minute, 
constricted pupils, deep gurgling or snoring sounds, cold skin and blue lips, skin or nails. Risk factors for 
overdose include mixing drugs or using alone, inconsistent drug quality, being a new user, using after a 
period of cessation, and history of past overdose. In cases of opioid overdose, naloxone is an opioid 
antagonist that competes and displaces opioids from the receptor site. Naloxone can be administered 
through multiple routes including intravenous (IV), subcutaneous (SC), and intramuscular (IM) injection, as 
well as intranasally. The onset of action is 1-2 minutes for IV and 2-5 minutes for SC, IM, and nasal 
administration. Naloxone cannot be administered orally due to low bioavailability. If IV administration is not 
possible (e.g. such as in the community with a take-home naloxone kit), IM/SC or nasal administration are 
used. Naloxone only reverses an opioid overdose temporarily, so it is important that the individual is still 
taken to the hospital. Naloxone dosing may need to be repeated if no effect is seen within 3-5 minutes, or if 
the initial dose wears off (duration of action is 20-90 minutes) while waiting for emergency health services. 


RATIONALE: 
Correct Answer: 


* Can be administered orally - Naloxone is not administered orally for opioid overdose due to low 
bioavailability 


Incorrect Answers: 


* Can be administered through injection or nasal spray - Naloxone can be given intravenously, 
intramuscularly, subcutaneously, and intranasally. 


e Temporarily reverses opioid overdose - Naloxone only has temporary effects which is why it is 
important to take the individual to a hospital even if the overdose has been reversed, 


* Can help overdosed individual regain consciousness and normalize breathing if used right 
away - Thic ic ana af the indications far nalavana 


Question #: 26 
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Incorrect 
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TAKEAWAY/KEY POINTS: 


Naloxone is an opioid antagonist that temporarily reverses overdoses caused by opioids. It can be 
administered through IV, IM, SC or through nasal administration. 


REFERENCE: 


[1] Lefebvre LG. Opioid-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. [2] Opioids (CPhA Monograph). In: Compendium of 
Pharmaceuticals and Specialties. Ottawa, ON: Canadian Pharmacists Association. https://myrxtx.ca. [3] 
Naloxone (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtxca. 


The correct answer is: Can be administered orally 


All of the following are true regarding benzodiazepine withdrawal, EXCEPT: 


Select one: 
Short-acting benzodiazepine withdrawal initiates within 12-24 hours of the last dose ® 
Long-acting b di: ji 
e eee eure A AEE 


the Jastdase the correct timeline of long-acting benzodiazepine 
withdrawal. 


Long-acting benzodiazepine withdrawal results in more severe symptoms relative to short-acting 4 
benzodiazepine withdrawal 


Psychosis is a symptom of benzodiazepine withdrawal % 


Marks for this submission: 0.00/1.00. 
TOPIC: Drug withdrawal syndromes 


LEARNING OBJECTIVE: 
To understand the signs, symptoms, and management of benzodiazepine withdrawal 


BACKGROUND: 


Benzodiazepines act on benzodiazepine receptors on the postsynaptic gamma aminobutyric acid (GABA) 
neuron, to enhance the inhibitor effect of GABA and cause CNS depression. Abrupt withdrawal of 
benzodiazepines in chronic users may cause withdrawal symptoms such as insomnia, anxiety, tremors, 
gastrointestinal upset, nausea, vomiting, and muscle aches. More severe symptoms can occur such as 
confusion, psychosis, depersonalization, delirium, and seizures. The onset of withdrawal depends on the half- 
life of the benzodiazepine used. Short-acting benzodiazepines may have withdrawal symptoms 12-24 hours 
after the last dose, while long-acting benzodiazepines may take up to 5 days to exhibit withdrawal 
symptoms. Long-acting benzodiazepines include: diazepam, chlordiazepoxide, and flurazepam. Short to 
intermediate acting benzodiazepines include oxazepam, temazepam, alprazolam, lorazepam, and triazolam. 
In terms of opioid withdrawal, long-acting benzodiazepines have lower risks of rebound effects and 
withdrawal seizures. To treat an opioid withdrawal syndrome a structured benzodiazepine discontinuation 
program is created. This includes titrating a long-acting benzodiazepine until symptoms of withdrawal have 
stopped. If a patient was using a short-acting benzodiazepine, this should be substituted with a long-acting 
agent to provide a more gradual decrease in drug concentration. The dose should then be tapered over 6-12 
weeks, with dose reductions occurring at minimum 1 week intervals. The dose reductions can be more 
aggressive at the beginning of the discontinuation program (e.g. 25%), however once 50% of the dose has 
been discontinued, the taper should be slowed (e.g. 10% reduction) to improve patient comfort. 


RATIONALE: 
Correct Answer: 
+ Long-acting benzodiazepine withdrawal results in more severe symptoms relative to short- 


acting benzodiazepine withdrawal - Long-acting benzodiazepine withdrawal does not result in 
stronger symptoms relative to short-acting benzodiazepine withdrawal. 


Incorrect Answers: 


* Short-acting benzodiazepine withdrawal initiates within 12-24 hours of the last dose - This is the 
correct timeline of short-acting benzodiazepine withdrawal. 


+ Long-acting benzodiazepine withdrawal initiates within 5 days of the last dose - This is the 
correct timeline of long-acting benzodiazepine withdrawal. 


* Psychosis is a symptom of benzodiazepine withdrawal - This statement is correct. 


TAKEAWAY/KEY POINTS: 


Long-acting benzodiazepines (e.g. diazepam, flurazepam, chlordiazepoxide) have milder withdrawal 
symptoms than short-acting ones (e.g. lorazepam, oxazepam, clonazepam, alprazolam). 


REFERENCE: 


[1] Park TW. Benzodiazepine use disorder: Epidemiology, pathogenesis, clinical manifestations, course and 
diagnosis. In: Post T, ed. UpToDate. Waltham, MA. www.uptodate.com. 
: Ls. 
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[3] Benzodiazepines (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: 
Canadian Pharmacists Association. https://myrxtx.ca. 


The correct answer is: Long-acting benzodiazepine withdrawal results in more severe symptoms relative to 
short-acting benzodiazepine withdrawal 


Which of the following medications is NOT used in the treatment of alcohol use disorder? 


Select one: 
Acamprosate % 
Naltrexone X 
Disulfiram * 
Naloxone ¥ 


Rose Wang (ID:113212) this answer is correct. Naloxone is not used for treating 
alcohol use disorder. 


| Correct] 
Marks for this submission: 1.00/1.00. 
TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 


To understand the pharmacological treatment options for alcohol use disorder. 


BACKGROUND: 


There are multiple pharmacologic options to treat alcohol use disorder. The first-line options include 
naltrexone and acamprosate, and the choice between these will depend on patient characteristics, the 
patient's goals of therapy (e.g abstinence or reduction), and patient preferences. 


Naltrexone, an opioid antagonist, is believed to make drinking less pleasurable by blocking the euphoria 
from endogenous opioids that are released when alcohol is consumed. Naltrexone has also been shown to 
block the craving for alcohol. Therefore, it is useful in patients who want to either abstain from drinking or 
reduce consumption. Since naltrexone is an opioid antagonist, it is contraindicated in patients on opioid 
therapy as it will precipitate withdrawal. Patients must be opioid-free for 7 or more days prior to initiation of 
naltrexone. Adverse effects of naltrexone include abdominal cramps, nausea, and hepatotoxicity (caution in 
those with hepatic dysfunction). 


Acamprosate eases symptoms of alcohol withdrawal and reduces the euphoric effects of alcohol by acting as 
a glutamate and GABA modulator. Acamprosate is the drug of choice when a patient's intention is to be 
completely abstinent from alcohol, as acamprosate has been shown to be more efficacious than naltrexone 
for this goal, Acamprosate is also the drug of choice in patients with hepatic insufficiency, since it is renally 
excreted, and naltrexone is avoided in this population. 


Second-line therapies are reserved for patients who have had trials of both naltrexone and acamprosate, 
unless a contraindication exists. Disulfiram inhibits the metabolism of alcohol by blocking aldehyde 
dehydrogenase. If a patient drinks alcohol while taking disulfiram, it causes a “disulfiram reaction” which 
includes nausea, flushing, vertigo, and arrhythmias. The fear of this reaction assists with avoidance of alcohol 
consumption. Adverse reactions from disulfiram include metallic taste, dermatitis, and hepatotoxicity 
(contraindicated in liver dysfunction). Disulfiram is not commercially available in Canada, but some 
pharmacies may compound the medication. Other second-line therapies include topiramate and gabapentin, 
which are thought to modulate glutamate receptors to reduce alcohol withdrawal and cravings. However, the 
evidence for these therapies is weak and they carry a high risk of adverse events (e.g. cognitive dysfunction). 


RATIONALE: 
Correct Answer: 


* Naloxone - Naloxone is not used for treating alcohol use disorder. 


Incorrect Answers: 
e Acamprosate - Acamprosate can be used to treat alcohol use disorder. 
e Naltrexone - Naltrexone can be used to treat alcohol use disorder. 


e Disulfiram - Disulfiram can be used to treat alcohol use disorder. 


TAKEAWAY/KEY POINTS: 
The medications used in alcohol use disorder include disulfiram, acamprosate, and naltrexone. 
REFERENCE: 


[1] Lefebvre LG. Alcohol-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 

[2] Benzodiazepines (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: 
Canadian Pharmacists Association. https://myrxtx.ca. 


The correct answer is: Naloxone 
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Why is naloxone included in Suboxone® (buprenorphine/naloxone)? 


Select one: 


a. To discourage misuse v 
b. Buprenorphine has a stronger analgesic effect when combined with naloxone % 


The naloxone prevents opioid addiction when combined with buprenorphine 3 


S 


Adding naloxone to buprenorphine makes it safe for pregnant women to use X 


| Correct 
Marks for this submission: 1.00/1.00. 
TOPIC: Treatment options 


LEARNING OBJECTIVE: 
Outline the potential benefits and risks of the treatment options 


BACKGROUND: 


Naloxone is added to Suboxone® to prevent misuse and abuse, because of its capability to precipitate 
withdrawal signs. Therefore, if the drug is abused, the naloxone will produce opioid antagonistic effects 
which will cause withdrawal symptoms, to help deter the individual from abusing the Suboxone®. 


TAKEAWAY/KEY POINTS: 
The naloxone is added to prevent misuse and abuse. 


REFERENCE: 


[1] Buprenorphine and Buprenorphine/Naloxone Diversion, Misuse, and Illicit Use: An International Review. 
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3154701/. Accessed February 27, 2018. 


The correct answer is: To discourage misuse 


When managing a moderate alcohol withdrawal syndrome in an elderly patient, which benzodiazepine is 
most appropriate? 


Select one: 
Benzodiazepines are not appropriate for use in the elderly * 
Diazepam * 
Lorazepam w 


Rose Wang (ID:113212) this answer is correct. Lorazepam is preferred in the elderly 
population, as well as patients with liver dysfunction. 


Chlordiazepoxide X 


Marks for this submission: 1.00/1.00. 


TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 
To understand the management of alcohol withdrawal syndrome in the elderly. 


BACKGROUND: 


Supportive care should be provided immediately in AWS including IV fluids (in cases of volume deficit), 
electrolyte replenishment, and nutritional supplementation. Heavy alcohol consumption can lead to thiamine 
(vitamin B4) deficiency via poor dietary intake and decreased absorption. Wernicke-Korsakoff Syndrome 
(called Wernicke's encephalopathy in the acute form), is a fatal disorder which can occur due to thiamine 
deficiency and therefore all patients with heavy alcohol use should be given thiamine and glucose to prevent 
this from occurring. Thiamine is typically given at a preventative dose of 100-200 mg PO/IV per day. 
Multivitamins and folate may also be provided to these patients. Most patients with mild to moderate 
withdrawal symptoms can be managed with monitoring and supportive measures, although some of these 
patients will require pharmacologic treatment. Alternatively, pharmacologic treatment is always required for 
moderate to severe AWS. Benzodiazepines are the first-line treatment for alcohol withdrawal syndrome as 
they reduce the hyperactivity that occurs during withdrawal. Benzodiazepines prevent seizures, 
hallucinations, agitation, tremors, and autonomic hyperactivity. Benzodiazepines can be dosed in a symptom 
triggered approach based on the patient's CIWA-Ar score (completed at repeated intervals) or using a fixed 
dosing interval (regardless of symptoms). A symptom triggered approach is preferred due to a faster time to 
symptom control and lower total benzodiazepine usage. Intermediate-acting benzodiazepines (i.e. 
lorazepam, oxazepam, clonazepam, alprazolam) require more frequent dosing, compared to long-acting 
hanzadiazaninac fie diazanam flurazanam chlordiazenovide) which have lawer ricke af rahound effects and 


Question #: 30 


ID: 55328 


Corect 


withdrawal seizures. Common side effects of benzodiazepines are ataxia, dizziness, lightheadedness, and 
weakness. Use should be cautioned in elderly patients, as well as those with respiratory insufficiency and 
sleep apnea. Diazepam, flurazepam and triazolam are not recommended in elderly patients; lorazepam and 
oxazepam are preferred due to shorter half-lives. Contraindications to benzodiazepine use include 
myasthenia gravis and acute angle-closure glaucoma (due to benzodiazepines increasing intraocular 
pressure). Diazepam is contraindicated in severe hepatic dysfunction. Patients should also be counselled on 
the risk of respiratory depression if alcohol relapse occurs during or shortly after treatment with 
benzodiazepines. 


RATIONALE: 
Correct Answer: 


* Lorazepam - Lorazepam is preferred in the elderly population, as well as patients with liver 
dysfunction. 


Incorrect Answers: 


* Benzodiazepines are not appropriate for use in the elderly - Benzodiazepines are first-line therapy 
in moderate alcohol withdrawal to prevent seizures, hallucinations, agitation, tremors, and autonomic 
hyperactivity. 


Diazepam - Diazepam is not recommended in the elderly population. 


Chlordiazepoxide - Chlordiazepoxide is not recommended in the elderly population. 


TAKEAWAY/KEY POINTS: 


Diazepam should be avoided in the elderly as it is renally excreted and may lead to an accumulation of 
diazepam and its active metabolites. Lorazepam is the preferred choice of benzodiazepine in this population 
as it is shorter-acting and has no active metabolites. 


REFERENCE: 


[1] Benzodiazepines (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: 
Canadian Pharmacists Association. https://myrxtx.ca. 

[2] Opioids (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 

[B] Lefebvre LG. Alcohol-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 

[4] Lefebvre LG. Opioid-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtxca. 

[5] Diav-Citrin O, Koren G. Drug Use during Pregnancy. In: Compendium of Therapeutics Choices. Ottawa, 
ON: Canadian Pharmacists Association. https://myrxtx.ca. 


The correct answer is: Lorazepam 


SL, a 29-year-old male, brings a prescription to your pharmacy for methadone 10 mg PO daily (for 5 
days; observed dosing) and domperidone 10 mg PO TID with meals. Upon discussion with SL, he 
states he recently underwent detoxification from an opioid addiction and has also been experiencing 
some nausea. 


What is the appropriate course of action with regards to the new prescriptions? 


Select one: 
Fill both prescriptions for SL X 


Use motivational interviewing techniques, rather than dispense methadone % 


Contact the v 

il Rose Wang (ID:113212) this answer is correct. Domperidone and methadone 
prescriber as a g ) per: 
oa on are both known OT prolonging agents and should not be used together. An 
ae alternative agent for nausea should be discussed with the prescriber. 


Fill domperidone but not methadone as you are unsure if the patient is still using other opioids * 


{Correct | 
Marks for this submission: 1.00/1.00. 
TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 
To identify methadone drug interactions. 


BACKGROUND: 


Methadone is a mu opioid receptor agonist which carries a high risk of sedation and respiratory depression. 
Methadone is contraindicated for use with high-risk QTc prolonging agents (e.g. citalopram, domperidone, 
fluoxetine, amiodarone). Concurrent therapy of these agents with methadone could lead to deadly cardiac 
arrhythmias (e.g. Torsade de Pointes). Methadone is also extensively metabolized by CYP 3A4 and thus 
inhibitors or inducers can impact methadone serum levels. Methadone is long acting with a half-life of 8-59 
hours so should be titrated slowly to avoid accumulation. Theranv can be started at 5-30 ma ance dailv 


(depending on patient's risk and opioid tolerance) and increased by 5-15 mg every 3 days until a dose of 60- 
80 mg is reached. At this point it can be increased by 5-10 mg every 7 days to target a maintenance dose of 
40-80 mg/day. Higher doses of 60-100 mg may be required and are associated with better outcomes. 
Methadone is administered as a liquid mixed with a flavoured juice powder to minimize tampering. It is often 
prescribed with observed dosing by the pharmacist to ensure the patient is compliant and not at risk of 
abuse, Once a patient is stabilized, take-home doses are sometimes issued. If methadone doses are missed, 
there is a risk of a major loss in tolerance which can increase the risk of respiratory depression. In the late 
stabilization phase, if a dose is missed for 1-2 days, the usual dose can be safely given. If 3 days of doses are 
missed, the patient must be re-assessed by the physician and typically a 50% dose reduction will be 
prescribed, If 4 or more days are missed, there is a major loss of tolerance and the patient should be 
restarted at a low initial dose. Previously, physicians had to be exempt under section 56 of the Controlled 
Drugs and Substances Act (CDSA) before being able to prescribe methadone. However as of May 2018, 
physicians no longer require this to prescribe methadone. 


RATIONALE: 
Correct Answer: 
e Contact the prescriber as a drug-interaction exists - Domperidone and methadone are both known 


AT prolonging agents and should not be used together. An alternative agent for nausea should be 
discussed with the prescriber. 


Incorrect Answers: 


both prescriptions for SL - This is inappropriate as a significant drug-interaction exists. 


* Use motivational interviewing techniques, rather than dispense methadone - Motivational 
interview techniques should be used in conjunction with pharmacotherapy. 


domperidone but not methadone as you are unsure if the patient is 


using other 
opioids - This is not the most appropriate response. 


TAKEAWAY/KEY POINTS: 
Methadone should not be used with high-risk QTc prolonging agents, such as domperidone. 
REFERENCES: 


[1] Opioids (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 
[2] Lefebvre LG. Opioid-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtxca. 


The correct answer is: Contact the prescriber as a drug-interaction exists 
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